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(54) BENZAMIDE COMPOUND 



(57) Abstract: 

PURPOSE: To obtain a benzamide compound shown 
by a VSHFl^F formula, useful as a reagent having activ- 
ities such as antagonistic activity against vasopressin, 
vasodilating action, antihypertensive action and in- 
hibitory action on release of liver lipid. 

CONSTITUTION: This compound is shown by formula 
I {R 1 and R 2 together with adjoining C form a (lower 
alkyl-substituted) benzene ring, pyridine ring or thio- 
phene ring; R 3 is a (substituted) alkenyl, an aryl or 
a (substituted) heterocyclic ring; A is a group of for- 
mula II (R 4 and R 5 are each H or R 4 is H and R 6 is 
hydroxy or a lower alkylamine or R 4 and R 5 are bound 
to form oxo); E is a lower alkylene or phenylene; X is 
CH or N; Y is a single bond or a group of formula III 
[R is H, tolylbenzoyl or a (substituted) amino]} such 
as 4-[6-(2,3-dimethylbenzoylamino)nicotinoyl]5,6,7,8- 
tetrahydro 4H- thieno[3,2-b]azepine. For example, the 
compound is preferably obtained by reacting a com- 
pound of formula IV with a compound of formula V in 



the presence of a condensation agent. 
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t£, >?;i/X^*-;k x^;P7Ji^^;k 7otf;px 
;p*-;k 73^x;kfrx;w&£#^:f£ft> &#>T*> 
»£b^©te*3^xji'*x;i/Ta&-5. 7'J-;kx;k* 
zji/tiTH 7xx;kx;i^x;k MUk*;i/*x 
Jk -7* h*v7xXJkX;V*x;k%,h*©B&i:fc«& 



(9) 1WP8- 1 4 3 5 6 5 

16 

s&©fc©#*tfe>n. ^-et>»^L^©i47xx;w 
x;kftx;ke&5. 

[0 0 3 9] rffi$7;k^rx;uj tuxii, fxjk 1 
-7*o^x;k 7U;k -f77*nAx;k i-7*-rx 
Jk 2-7xXJk 1 -^>f-Jk 2-^>f-M 

£©il$tfi:fc«#tJ8ittc 2 ~c 6 7;k^r-JWtf 

7'JJk -ry7n^x;k i-7xxjk 2-7>x;u 
uzoc* ~c< 7;kirx;ke<&.5. & r&^Jk^x 

J0 M tt. v77*J:t;7'J-JkiD^^Pil3S(Jnfc 

fitts (fiF*b<iii~3ffl©B«S) -eBftanw 
Tt>J;<, fctAfJ (2-^?;k7xxji/) fx;k 1 
-v7/-2, 2-v7xx;nfx;k^if^^en 

[0 0 4 0] ttmii *m.7)V*V>\ tbT«. 

^iKc, ~c< 7;i/+i^>^fen. ^©fc^Tfcj? 

$b^©(i^^U>. X^U>©«fc5i*Ci ~C 2 7^ 

^ [0041] r*;^*->«s*j tbrtt. mmtz 

\mW&&M7)l*)l [tctZtt*?)^ IfJK 7"D 

t;k 7*^;k m=»7*^;k A*v-;k 2-3-kx 

?Jk 2, 2, 2- h'J^nax^^i:] . B&ilfc 
ttSSB^7'J-;p [fctA(i7xx;k ^-7^;k 4- 
xhn7xx;kftif] . B^afcttMBM7U-JHSi» 
7;V+;P [fctilf'OyJK 7x*?;k ^>Xt F 
•JJk 4-rhD^>yWi"] ft,i:©tiffl©:*j;k#* 

[0 0 4 2] R 3 -Cm2nz>7V-Mt, &&7)l*)l 

30 &&V7 0-)v&r > ttzmfrt>m\inits&& (»*b 

<ttl~3i@©BifeS) Tl&StlT^Tfc.fcC fct 

^.«h'j;k ^~>'j;k ^->?;k ?*x»k HUJkv 
xxji/^t'^fens. 

[0 0 4 3] ffSb^fl;-&ti (I) R" tR 2 A^B 

^t)b<(i5 1 ^7x>^^}g^b. -E-n^©S(ifii»7 
;k+^TB«^nT^T%J;<> R s 75? (i) v7/*5 

T^Tt)«k^«7;k^x;k (i i) fi^^Pfe 

40 £V7v-)i&K)ts.z>mfrz>m\zfttz&&mrw&2n 

TViTfcj:^7U-Jk tfcB (1 i i) «R7JMrA' 

* i«7 'J -;k* o e.stfnfcB«STB«i3 
y;k 7U;k fiz;k ^•y-V'jjkfei^'fv^* 

[0044] 
[ftl 7] 



50 
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R 4 

I 

-C-CH 2 - 
I 

R 6 

[0 0 4 5] CCt, ( i ) R 4 tR> 

( i i ) R 4 i<*^TR s jWffltTJWrATS 
/T*-6*». *3WJ ( i i i ) R 4 tR 5 tf-fcfcft 

k>f=fc«7xXk>, XtfCHSfcttN, Y*J*«£ 

[0 0 4 6] 
Mb 18] 

R 6 0 
I II 
-N-C- 

[0 0 4 7] C:T, R 6 tt (O *a. (i i) h 
'JM> i ;-fJl/, *fctt (i i i) ffifD'JMr^fcK 

-f;k 7D-fjk &wc7h*)V7,)V*-)V$>&V7V- 
;k*jk*x;k» satins) ) t&s. fit. Ywm 

[0048] 

Mbi 9] 

o 
ii 

-NH-C- 

[0 0 4 9] T*«t*li. 1) R* i:R 2 tfMtrS 

2) r 3 *t->7y*«fc^7 , j-;i/«to&5»*^a«n 
fclB«S"CIBlj|SnTiiT 1 bJ:^fi»7;U^-;v, $fc 

tt«*7****j:tf7 u Dft«»*» sa« n& 

3) E#7iZ|/>T*5. 

[0 0 5 0] l«Hfc£* (I) ©E*fcLT»*Sn* 

$?sfta«, aaattioifi 
[fctAtfjgaig, *fls*aa& aaa. aa&ft 

if] . ^aatfJDJI [£i:*.tf=faa. aa&. HJ7 

ft if] £if©attJ0}£> 7MV&m& [fttMi-th 
U 17246. *U9Aa&£] . 7;U*'J±S^JSfi [& 

tAHa^^DAii, vy^->^Attfta ftif©&« 
ffift iftf-e-n g Ka^s n*. 
[0051] ittft&tt (i) ofiiSttsmTicPiffltr 
ROTS. 
TJftl 



(10) #M¥8-1435 6 5 

BWfll^ft (I) ££&*©««. lt£®> (I I) *fc 

tt*©a«fl;£ft din *&tt-t©*^#*->aK 

tlc<tOSiiT#5. (I) . (I I) ftgtflt 

(III) * < ktf-t©**#*->Sfc*»tSRjSttBW 
{*©*f®ft««tUT«, flS^ft (I) K^t»Ta»Lfc 

[0 0 5 2] ft;£a (III) (DlDVf^mzmZ 

w *H t maa*ft4sj:tfB£aa;!ic**aftT 
©aa*a, ett75K, attxxx/pftif««#»f6n 
*. «Kj6tta**©»aft«tLTtt, aafcfc-.a 

7^H;aa»B [fctAtfs?7;i-*;U»a. 7xx;p 

*a. v7xxjnsa, 5?^>s?;MBa, Aoy>flj 
aft if] . vTfrwmmn. saa. ^taa. ss 
a. ;uk*>a [fct^.tf^^>x;u*>aftif] . m 
a**jw«>a [fctA»*aa. ^ntf*>a, aa. 
-fvaa. if;tjHi, ^>*>a, fvo^a, 2 
-i^jusa. Hj*nn»aft£] , 
a a [fcfc*.tfftJM«&£] ft£©at©«^aa* 

to : ftimm*® ; I" 5 ^7-Jk 4-ffltt'f5^/- 
;k v^5 L ;l/tf7V*-;k M^T-^felXttxh? 
l/--/k>©«tt75 H : S14xXx;P Witfv7// 

;^f;H(CH. ) 2 n* =ch-] xxrJk ifx;p 

XXxJk 7*Pnj|/^HXfJl'> p--|-D7xXJl/ 
XXx;k 2, 4-^hD7x^HXf;K MJ# 
DD7i^HXfJk ^>3'^D07xXJPXX7 1 

jk ^->;P7xx;uxx7-;k 7xx;k7'/7xxjkn 

50 XxJk 7xXJk^^XXx;k p-XhD7xX;^ 

f;^tixfJK tf7x;i/xxx;k hfU^xxT- 
;k tM'JXiktxxJk 8-+y 'jJW^xxfMVft 

if] t>L<ttN-fcFO*->fc£» [fcfcjttfN, N — 
•7/^kHD*yf75>. l-kHn+y-2- 
(1H) -bf'JFX N-tFDtyX^yWiF, 
l-kFD+-> - 1 H-^>7hU7l/-;Pftif] t© 

xxy*ft2«*a»f6n*. cn&©E«ttR«#»a 
mtzfc&vi din ©aaicfcur. *ns©+* 

[0053] s^tt. a*. «ffl©aa, 
7;k3-;v [fctAtf^^y-*. x^/-jkftif] , 

7thk 7-fehxh<j;k i7 0D*;i/ 

A. H-fb^kX Ifclfl/X f h5kHD77 
X BtlfJk N, N-v*3^*;kk7S K, tf'J 

Ej&cwat&tfsftfrvt-attaffaoaft© 
t-eaar*. cne©«ffl©^<sii. *t©a^»t 

[0 0 5 4] ZORfclZSKX, (I I I) aa 

so »a©^T. *fctt-t©a©»T. tta-ratftictt. 
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N, N' - Vis 9 W\*f-i/ )]/%)]/■$¥'{ 5. H. N-->£ 

N-v-^D^v;i/-N' - (4-XX^73/X^ 
DA+XW *;M*SM3F, N. N* -i?X?)H))V 
#5>-f5F, N, N' -S?-fV^nK**A'#S?'f5 
P. N-X^-N* - O-y^^TSyynK 
Jtt *JM?5M3]«. N, N' -jfrjMSrjUfx (2- 

DDjiKv ? 7xX;K -77xX;U*7.7Y >K7P'J 

h, mto?*-)i, mt**v>))w >\u*nm?)v 

[fctAtf^nnfltx^, ^od^d^d 
fc^fct*] , h'J7i-;P*X7-f>, 2-x^;w-7 
- 1 Hn^>'/-f 7 **-»V'J 7 AJfi, 2 - 
X3MV-5- (ra-XW7irjW -TV U$ 
ASH^ffi, 1- (p-^nD^>-tf>x;W*z:;^+ 
-» - 6 -?DD- lH-^X/MJ77-Jk l^fc>l$> 

;i*v-f -irHttll <n, N--;^f^A7S 
y;k ^^bRftiitcDK^iciOiiKsns) fc 

too55] «*«7;n> >J &*. h >J ffl87;w*;u7 

3X tf'JvX 4-y^W;;b:iJyX N-tt 
»7J^WWJX N, N-i?fi»7;WU7X'J 
> (fciA«N, N--7*^k7XU >&<>:) . N, N 
- Vm.7)\/*)\"*.>V)V7 5 b < 

[0 0 5 6] 7j)42 

BWfl:^« (I a) £fc«^©i£«, ffr&tt (IV) S 

&tt-t©**fl:^* (v) tfctt-e©*;^+->»ic* 
ted; d da), (iv) tezmz 

(V) *J:tf-t©»JW#*5/*C*W*K*tt«»#0 

ffa^^uTtt. tt&m (i) ctJViTWsu&'bo 
ico^Ttt, *fl5i©tc5r©iBiii*#flarntfj: 

K HCJEifclCfcHT. R 6 a (I 
V) fcitfR 3 flJHJ^x^kCfcSfcfc* (V) S 
fflUT, R 6 a ^MUl^X/l^k R 3 **HJ;k7x 
-fr-V&Zit'Sito (I a) 5:^-5 ^t^T^-5e ^©S 
ft£4& (IV) lCftL-T, (V) £2Sftfr 



(11) #M¥8-1 4 3 5 6 5 

a? 

[0 0 5 7] #j£3 

B»ft-&* (I b) *fctt-t©tttt. (IDS 
fctt*©«*fc£* (Ilia) *fcKM-©*;M?*-> 
2 K *5 its K£ttSi*# & « 5 ©i6 t KfSS * 

SEitiDMtt*. (I b) . (I I) ft 

P>Zfi\Z (Ilia) *±tf*©*^#*->»C*»t*R 
*««»#©»«&«£ UTtt, (I) IC^T 

«*Lfc"b©tHi;"b©***f*ct*fce«. ^©5 

C"3V»Ttt. #ftl©<t:;:3T©iB9i£# 
[0 0 5 8] #)£4 

BWft^tl (I O Sfctt^E-ffl^tt. fc-S® (I b) $ 

-5. (I b) *3<fctf (I c) ©JfSfc&tL-T 

tt, (I) fc^TttjSL&'b©tfiU , b©£# 

IfSC&flt-C&S. C©££ti. Jn*£*&£©*ttfc 

^a6T©»©#ftTlc*llrr«©jWff*b^. ffilfcffi 

7A, *U9A&£] - 7**'J±«*II [fcifctfv 
7"*->7A, **->£/*&£] . cn6©*«ft*t)L. 
<tt^K«t>U<tifi^Ktt. bV7)V*)l>75.> [fc 
■hAtf HJ;*3Mk7 3X b 0X9^73 , fcf 

3>J>, 1, 5-v71ff->^D [4. 3. 0] />- 
5 -XX 1, 4-v71ff->^D [2. 2. 2]*^ 
^X 1, 8-v71ftfX^n [5. 4. 0] 

ffl - ftfflft [fctAlfm MiSMMi. 3 7«5g 

ft a ***»f&ft*. E^tt, ®S> *, 7;W3-;p 

X rh7tFD77>, cn^fflji^«Ifti'©S)KS 
fcttEJSIC^S^&Ii^ftV^©«6©ttit©^)K' : t 1 t? 

[0 0 5 9] 7j)*5 

Bttft^«l (I d) £fctt*©mtt. ftfttt (Ic) S 

fctt-t-©**7;u*;Wb»tK**** c tick Dfil 
t?#s. ib^tt (i c) *«fcyt (id) ©jfaftffitL 
Ttt, ft;^* (i) {co^TW^Lfc'broiigct)©* 
*»f*Cd:jO«T**. Mia:7**JMWitUTtt, A 

50 iWMtffl . fltte«yh> [fct^Ltf7"thX X5 1 
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fci>7 JifrOm-fYWk, rt??9Aft&£] i©» 

ufflBTJUwrsx n, N-v<£&7;k*;krx'j 

>fc£©**©#«TT?*irrs©!Wff*LK MIS 
tt. aft. E*fc«I«Sft«a£lr»«ffl©*«t. 

5?**-*>. 7J1/3-;!/ [fctAtf;**/- 
;k x*/-;u&£] . 7-fehxHJ;k f>7bHo 

£ft&©«s*'t'Tr*irr*. ±e©7;Mr)Wfc 
^Tftv* LipjiikTfcRjsssiaw* 2i tan***. 

[0 0 6 0] ?7i£6 

@w*b&®i (i b) sfctt-tottti, {b£4& (i c) * 

fctt-e©16*75/;Wt3WtRJ6:«*<&CtK«fcD»ji-C 

**. (i b) (i c) mmtsmthx 

«. (I) C^TMail/fcfeOfcHi; 1 *®** 

7->M:8l£bTB. a R 8 -O 
H [HHC, R 8 tt±(C«**»fTRWbfclt)©7-> 
K«koT*fc;^**r«*t>b<»«-©EJ6; 

*aa - K«*«J. Stt75H, gttlX 

JBfcbTfflt»*t*fctt. 7->;WbKJ6t. N, N' - 
yy^A+yMM^ 5 Hfc£©«7B©«£?FJ© 

art£Tfciow*©iWM£U». sjctt. a*. «$© 

gift. fc^Atf*. 7thX 5***D->, ?UDW 
A, tfc^?l/X 7-fch-MUk Msxt^X r 

A73F, fcf'JvX EfcKMMKfttfSfc^-t©* 40 

a * a ©«« ©aa©#ftT-wMST * © b n. 

[0 0 6 1] 7jS;7 

SWfc^ft (If) *fctt*0>JIH4» fl:^* (I e) * 
fctt-t©tt£»5ES!iEfiatt* ttKiOMM 
•6. fcfclll (I e) fcitf (If) ©ff*&*i:bT 

a. fc-a-ti (i) iz^xwTnitcbotmv'bozm so 



%ffl¥-8-l 4 3 5 6 5 
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tfsntat-eta. #a»ajSWi:LTe. 

a »if*»*«f &n*. s*tt. aft> mmm. tz 

©$*. **wi;ins©«£«*T*irr*. 

[0 0 6 2] 7j}£8 

B«lb£ft (i g) *fcti*©ffili. flsfc* (I e) * 
fc«-t©tteft^» (vi) *fctt-t©iatK*a*, 

(VI) ©JffatttttbTtt. (I) \z-d\*xw 

7Rbfz&otmttisaMt>mf*>nz>. \\&m d e) * 

±tf(lg) ©»aa*i:bTtt. <K^« (i) fc^n 
T«*bfct>©iBi;fc©**«f«ct««T**. ib£ 
ft (i e) *&»4-e©ifitft^* (vi) *fctt-e©* 

£©E*tt. *81t£&i;£&3&ftfllt>f>. K*?PJ©## 
tftU+a^— >-^©J:5aa«©*l«fflK*fcfflVJ 

ft. E*K*«»Sft«a&V»MJii©«K. fci*.«7 
;kn-;i> [fctA«^^/-;K x^/-;k -fv^a 

. ^>-t?X hJHX +->b>. 
□ DWX vi7DUX^>, ^DOJKlkk. ES^bR 
N, N-^y?;i/*:^A75 H, ^?;i/7-fch7 

-cuss-fa. Sf5ss«i<icpsssn-r. a*, 

av»b»J»TtS*:**lt-r*. (VI) ©ffiffl 

ttHt<icffissn-f« a». ib-a-ti d o ir^bx 
fl:^* (vi) **t;v*>6*a»ftffifflf*©««J: 
^. K*^J©ffiffi»<!:bT«. ttMHH©*«lC«*af9 
»*ffl^S*^fctt)W«fflV»4©«»J:K 

[0 0 6 3] i^<ji7CSJi5fCtt. KttjfTC. jb^STC© 

a. A7y7A«, e*. Kfbe^, s*DA»m 5 
*-=y^ftir«t#jf6n*. i©a7csi5(i. a 
#. Kj6caa»*R«san«a©j6«t. fctAtf 

>, vi5 1 b>^U3-ji/>;y?;L-x-x;k 

X rh7tHD77>, 5?X5 t ;H-T , ;k SSlf 

;k ws^^k n, N-vy^*;ki>75 H, 

nr, a®. ^T^v^bMT-ejEjt^^igi-s,, 
[0064] ft*aaic«[aT«ffaaa5c»tbT 
tt. fctA«*^fb7;k=x'?A'j9 L 'i7A« ^jH-fb*^ 
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&%<D®M, ittuiif., 7)iz-)i [ittxtt**; 

-;k i£/-jk ^vlunj-)itz£] . -rl^k 
*;kfc,7s p. sfci;uns0B£W*T*isi-*. s 

Sffl^ns. sec. r 5 iii«t>/W7W7s/ 
(i g) t7/WrManta(5S**iit 



JO 



* (Ig) £K>6T£*. ZQTAtirMbKl&t. *S5 
fcJWttfcW«fcl,Tfai , C*. lot, ;:©££©£ 
j£#5S*5<fctf££&# (flAifigflt, KJftLUfcft£) E 

[0 0 6 5] W*ft^* (I V) . (I I la) *W 
{b^W (III) iCfc^TY^-NH-CO-TfeSflS 
(I I I b) ifctt*n6©*tt*0**ftKJ:D 

[0 0 6 6] 
[fc2 0] 




HOOC 



(ID , 



(VII) 




[0 0 6 7] 



Hfc2 1] 



(14) 



-14 3 5 6 5 



25 



26 




\ 
E 



R 2 X N 




c: if— no, 

(VIII) 




R 2 X N 



\ 
E 



[0 0 6 8] 



E 

R r \ N / 




0 



(IVa) 

* * [it 2 2 ] 




NH: 



(Via) 



[0 0 6 9] 




(IVb) 

[fc2 3] 
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(15) ftBB¥8- 1 4 3 5 6 5 

27 28 

R* OOC -C 4- NH, + HOOC-R 1 
(IX) (V) 



-> R ' OOC -jj — N H - C 0 - R 3 

X X' 

(X) 

[0 0 7 0] * * Mfc2 4] 

R" OOC -t -fl— NH-CO-R 3 ► 

x X y 

(X) 



HOOC-t^ y — N H - C 0 - R 1 
X X' 

(Illb) u 



[0 0 7 1] [-ft 2 5 ] 
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(16) 1WF8- 1 4 3 5 6 5 

29 30 

R' OOC -ts il— NHNH, > 

V X 

(XI) 




R 4 b 




R 9 OOC -fc: y — NH 
(XII) 



[0 0 7 2] * * [VC2 6] 




R 8 OOC -b it— NH + HOOC-R 3 
(XII) (V) 




R 8 b 

R 3 OOC — fer 4) — N - C 0 - R 3 



(XIII) 



[0 0 7 3] Wt2 7] 
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31 



32 




R e b 



R' OOC 



N-CO-R 3 



(XII 0 u 




HOOC 



N-CO-R 3 




[0 0 7 4] ±EEJ6a+. R 1 , R 2 , R 3 , A, 



6 d «hU^>7-f^T*0. R 9 # 7»5X<7AU?'7A, h 'J - t -7h*->7* 



te£#> (VIII) $fctt<-©*tt. (IDS A. 5>#?>4a &E©**fl;$JWtfc 

&l«-©tt*fc£tt (VII) Sfctt-t©****^ ft lUft^ft [&i*.tf=*fl:», =ftfc». M)7i 

^tCtOWfiTfT*. (I I) . (VIII) 5. 

fcStfC (VII) &£tft-©:&Art*3'£lC*tt«K [0 0 7 7] ttAMKcCttffll-'***? XttAIMtB. 

n*ut*>a>bJWM>*w*ztiPv**. c©s a? -f H» a^iSSfci*] . /^^asmk tfct 

C©KJfc©£££5fcfc<ktf&£&# (fcfc K A, rt??<7AJK. ny^OhuU^ F, rt?3*7/»/ 

J&i&g&t*) II^V^Tli, *j£l©t^5T©IKW*# tt&AD^A. /^^^A/KKA'J^A&f] . -s> 

[0 0 7 6] 2] . 3/»httI [fcfcjtHSKEn/W 

•ffr&& (IV) ©tfTR 6 a (IV K 7^-3/Wh&i1 . [fctA«S7C«t, 

a) $&«•?•©««. (VIII) *&!«■©£ 7*Hftttif] . fittttt [fetS-fSBc*, 

*jf7clC#-rct!C<fci9Mi®-p#5„ (IVa) &£©««©%©"?**. M^tt. 9 

*>±tf (VIII) ©ffSfcig^bTtt. <b£tt (I) *. *««fe**-r*. «H*-*<*#a&SKiLT 

iCO^TW^b&fc©tRi; ! b©S#tf-5Ct*tT# tt. 7)V3-)V ltztX\Z*9 3-9 J - 

*. SlTcictt. ft*«7c*J:r;*««7C)i«*0, Sffitc ;k ^n/v-Mf] - 7-fehxMJ;k *©ffi. v 

tt, &JS [fchAtfXX. MA. . ^©.fc^fc ©«ffl©W«i§ffi. in^fflE&WW^ns. Eft 

&m&&zf/£tz \t&mK&® iittfusma/u^ mmtt<m%.tsnir, »OT&fr>upjRTCKj&&* 

K. IM, 7*ut?:*>R hU7**n|». p-MP [0 0 7 8] ££C 

x>x;m*>k» &K. lMbjcMME£] tam&t* its® (i v) ©*tr 6 a a»hu^>/-f 

±B©;Ti*ajR*±tf/*fctt£lWl;£*fcttS [& (IVb) *fctt^©«(i, 4b£4fc (IVa) s 

fcAtfTJ'trJ. mtJy^-'OL. *B<b^h»J9 fctt-t©tt*h'JJl«Jl.M*fctt-t©*^#*v'*C 



[0 0 7 5] 
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i:tC«fc D i$ifiT?^-5>. ft** (I Va) &&Zfi (I V 

b) onm^tbxit, ft** (i) \fo^xm^h 

a*tUTtt. ft** (I) K^^T«*bfc±5&7 

** «J &JWfi* &tt7** u ±s*nifc&W£tt5. 

oT. £©E*©E*#5ttJ.ktfE**fr 
[0 0 7 9] Tj&D 

ft** (x) *fctt*©itttt, ft** (ix) s^tt-?- 
©ifi£ft** (V) *fctt-teE>**#*'>Sic*»tsK 
fctt««#*4 W**n&©ttiE£Stt« H t fc «fc 0 

fijgTts. ft** (ix) fc«fctf (x) ©sfaa«t 

LTtt. ft** (I) fcOV»T#!*Lfc*««f*tt** 
fctt#«KttJii*ga«£tf sn*. ft** (V) «j:iKf 
©ft *#*3'S£&t*«EJt^W®ffatttt£ LT 
tt. ft** (I) fc^Tffwl/fcfeOfcPtCbattll 

Kf*^t*»r**. z<DKfo\t, una tmumzm 

lcUT*JST€. tot, H©EJfc©EJ£7j5fcfc«ktfE 

[0 0 8 0] 7J£E 
ft** (I I I b) *fc«^-©^iJ, ft** (X) itz 
fi-tfflttSRlX^-^EJSKffr H 1 1 «fc 0 «»TS 
5. ft** (X) ©Jfjg&JItLTli. ft** (I) C 

en*. ft** (i i i b) ©»a»«ti/Ttt, ft* 
* (i) I'o^TM^t&feot^Cfcro^fs^t 

©&©#&Tic*ig-r*©aws;u>. ffifrffistb 

£A. . cn<s©#Kft*t>L<ttEK 

K«t)L<tta^gE«, HJ 7***75 > [fctAtf 

X 1, 5-v71ftf->^n [4. 3. 0] />-5- 
XX 1, 4 -v71f h'X^P [2. 2. 2]:*?* 
X 1, 8 -v71f £->:?□ [5. 4. 0] 
7 -x>fc£©*«a^.kW«a«at*tf &n*. 

ffafcBtUTii. tresis [&£*.«*m im. -fa 

mum fciOOM-xK [fci*.tfEJWfc*tf*&2] 
«»*tf6n*. EfSiS. 9ft. *. 7*3-* [fci^. 

«**7-*, x* /-*&£] . -xx^k 

7tFn77X cn&©g£*fc£©*K*fcttE«: 



(18) 1$l»¥8- 1 4 3 5 6 5 

ft H l/MTFft E«*3QST*. 
[0 0 8 1]®7ctt, 4-r.hD^>y;k 2-3-K 
X?*. 2, 2, 2-h'J?ODI5 1 Mif(lDIXfJk 

i0 xlfXX, Eft, t>L<«*Jift** [fetA 

p-h*x>x**>it ffiit £ft*5iis&ft 

ft/^y^A, /X?5?">AW. nyVVkuaj K. /I 
7^7A/«SESA>J OA. /t7yfA/WJ •> Aft 
20 El , =y^;MHMt [fctAffiKcXy^. it? 

5*-*, <7^-7>«Kc£] ftaf©«ffl© , b©T»*. 
Jijca. 9ft. *. 7*3-* [fctAtf^^/-*. 
x^y-;k 7*n/t/-*fc£] . N, N-y^y** 
*A75 H. ^ne©)g^tlfti:©. E^ICB^S^R 
tfS»t>«ffl©*llt*T*l8T*. ft*3. ±i2©<b^S 

ft*ttttUT»4. ±IB©Sffi. -Xx^*x— r)k 
+D-X f h 5 1 H D7 7 >ft f ®* «)i©iffl©S 

<*, *s^tt*n6©^£4sw<#tfs>ns. d©S7c© 

EJ6:S«ttt<IHJESna^««. 9ft 12. ^aTftv>U 
[0 0 8 2] TjffiF 

(xii) ft** (xi) Sfe 

tt-5-©* & 7 ->;WfcE*S lc#T C t let 0 KiST^ 4. 
ft** (XI) Scfctf (XII) ©»®ft«i:bTtt, 
« ft** (1) tt>^T«*Lfc*««frtO*S&li#« 

PWtl/TSWrc*, ffioT. C©E«©E**a*J: 
«E*ftfr Gfci*tf*K. EfSSSfti:) 
tt, *a5 6©tC5-C©KW*IMWWf±K 
[0 0 8 3] TjSG 
ft** (XI I I) Sfett^-©ffi(i. ft** (XII) 
Sfctt^-ro^^ft** (V) S&J4-t©**#*'>*K 

*tt*Efctt«*#**^tt-tft&©ttfcE*6Stt«;i 
tlCiOfijgT^S. ft** (XI I) ©ffJIftlttb 

SO Ttt. ft** (I) IC^TflSUfcfcWWtlQttSfc 
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tt*a*ttn«w«*tfstt«. to&h (xi 1 1) 
mz (v) *3±t;-€-©*^*->a(c*tts5jSttsi« 

#®#afcitt£LTtt. (I) IC^TW^Ufc 

t>©i:Ei;fc©£#tf.2>;r£a<-?££. C©Sf5tt. * 
ttl i*KWltmilHcl,T»irTr *. f?T, £©££ 
©EJfi^fcAtfRlfofcfr <fc£A«*K. RJ£i&££ 
O Ct3V»Ttt. #moi:c3T©R9i*MBTn« 
J:K 
[0 0 8 4] TJ^H 

(Ilia) £&«*©£«, fls-g-ft (X I I 

i) *fctt*o*tKxxx*iaffcfrrctfc±o« 

jgT^S. fl:^* (Ilia) isitf (XIII) Off 
a&ttfcl/Ttt. >?C%m (I) KOV»T«wUfc"b©t 

^MWlcl^jStcbTllSS-Ct. Kot, CORPORIS 
*SC*«fci;Kl6*fr (fciAtf**. KJM*fc£> lc 

[0 0 8 5] ±CM#8KJ:oTflSft&fl:&Wi. * 

TBfa©i6ic«fcT* (D *± 

ft^&ttft. »raStt#fc£©£#&tt«:##«L*IS 

^©ttfflfc^tta'bCT&S. 
[0 0 8 6] g«fc£& (I) is AWE-OB** l/OP 

iWWfWIl, *«RfPffl. jb'ME*Jl&Mm **->h 
•5#5ME, £<*±, WM> a'7:tV-» 

AM. MUR. t+J/h'/^Btt [fc 

(i) (DGmnzmmtztztbiz. \t%® d) ©us 

[0 0 8 7] ttKl 

av 7V-» i (v i ) £#ft|g£KR 
( i ) umm 

yy Y-O^m^mWh, 2 5mMh>JX-HC 1 (pH 
7. 4) . 5mM MgCh fcAt/O. lmM7in 
)V^)VX)Vt=.)Vy)lt'J H (PMSF) S£»T-5 
*#2 5 0mMX^n-Xigff?Sl 0 ffH«g$ 

^X-rs. *ty*-hSiooox g -eio»Bl 

±a*H#*SHiU 4 5 0 0 0 XgT3 

lOOmMHJX-HCl (pH7. 4) (5m 
M MgClz , 0. 1 %V~sl!lim7)l<7'5.>&£tf 
0. ImM PMSF^f) Stf4 5 0 
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0 0 x g T 3 0 aiBBfc&aifr 5. U- y h * 1 0 

fim«* % msmazm-tz. 

[0 0 8 8] §£-&895££, lOOmMh'JX-HCl 
(pH7. 4) SS&8E(f»©0. 5 nM'H-nv^l/v 
> ( [7xZ^77-Jl'-3, 4, 5- 3 H] -A'yy 
; 4 0~8 7C I /5 'Jt^ ; -a-'f >^7> 
K-Jt^'JT-) fcffl^T, ¥8SttS8 (2 5-CT6 0^ 
PQ) r&MtZ. ldM td (CH: ) » , Tyr 
10 3 (Me) , Arg« ] W7lsi>> K7^KW£ 

uf, a*) sjb^t. iMsswissfcamrrs. -r>* 

at-yam MlOOmMMJX-HCl (pH 
7. 4) *g»?£5ml SJnATEJ&fcffJhatt. <7yh 
•7>jf5X7^^- (GF/C) fciH-TiBiglCiSjl 
T4. 7 4W-tnC9mii (5ml) T2@ft?. 

74 5 3 0, Ryfl— F) ^TttWttSIMrrS. ttlfc 

20 ( I i ) 
[0 0 8 9] 
[«1] 





I C«. (M) 


1-1) 


2. 2X1 0"' 



30 [0 0 9 0] tt»2 

nv:A-»2 (V2) g£fMS£iilft 
( i ) iii&^S 

»tt7^ h0ffKOfil»a«ePS«B«b, 2 5mMhU 
X-HC1 (pH7. 4), 5mM MgCh £<fctf 
0. lmM7iZW^XW-^7WJF (PM 
SF) Sr-&flfr-5J(C»2 5 0mMX^n-X««»l 0 

gT5»DW-&»«f«. ±a*H»*»*l/, 450 

o o x g t 3 o towmfc&mt*. ss^ u y h * i o 

40 faW&OM&l 0 OmMHJX-HC 1 (pH7. 4) 
Ji»$ (5mM MgCh , 0. l%VioM&7)V7 
^>*J:^0. ImM PMSFS^f) CH!B«U, 
SS4 5 0 0 0 xgT3 o^raa^iMB-rs. iS^U 
>>h^l0 OmMhUX-HC i jgffi&fcffssa-r*, 

[0 0 9 1] mGMHEZs 1 0 OmMHJX-HC 1 
(pH7. 4) Mffim^CDO. 5nM 3 H-AVyUv 
> ( [7x^77^-3, 4, 5- 3 H] -)VJ? 
Ui">; 4 0-8 7 C i /5 ; Za-^f >^^> 
5^ F • X^U7-) SfflViT, (2 0t:T6 05^ 
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TO TllSrrSo 1 U> M [d (CH 2 ) 5 , D- I 1 e 
2 , I 1 e< , Arg 8 ] fVjyVis> K-ya77 

3„ -0*3.^-3/3 MlOOmMbUX-H 
CI <pH7. 4) tt*«5ml«JlPATjE*6Sff±S 
it> 77bT>^7X7^fW- (GF/C) £iILT 
fflSfcilirrs. 7*/l^HfcHC«W (5ml) T* K2] 



38 



7^f-*-^4 5 3 0, /1y*-K) 

( i i ) taiassm 

[0 0 9 2] 





I C 6 o (M) 


1-1) 


4. 9X10" 



(I) £E 

IBM, Utt*. *JW, MM. n— > 3 >», & 

ass. juh. «*. y;Mw&&»**tf&tt*. wait* 
0, ;:ns©»»K, sfcsa. 



[0 0 9 4] ft^m (i) ©$*«> uto4#«J:tf 

(I) ©^-EMtbTlKjO. lmg. lmg, 1 
Omg. 50mg, 1 OOrag, 2 5 Omg, 5 0 0m 
g*«fctf 1 0 0 0mg*«*»t*53. — IftlCtt, 1 0 
SfcOO. lmg/WHSll 0 0 Omg/f@#:©ffi© 

[0 0 9 5] tiTottM, ##0!l&£tf*lMlli. * 

[0096] asm 

2- (5-nhP) 77>*M>i (7 8 5mg) © 

^nn^> (2 0ml) *«C*ft***U* 
(0. 5 2 3ml) tjRjdON, N-i^f^MvfcAT 

ttt*«*UTtttt*ft#T, :o*«»*l, 2, 3, 
4-f h5tFD + ;'J> (7 9 9mg) tr-UX^ 
75> (0. 8 3 6ml) t(Dm&m<D~st>ua*t?y 
(20ml) ^iSiCjD^fc. S#««a[& > 72«nflltt 

(BK; n-AW>:|8lW=4 : 1) TSfKU 
1- [2- (5-nhD) 7U-f}V\ -1, 2, 3, 4 



-f h7tHD+/'J> (1. 2 5g) 
NMR (CDCh , 6) : 2.06 (2H, tt, 1=6, 6Hz), 2.82 
(2H, t, I=6Hz), 3.92 (2H, t, J=6Hz), 6.77 (IB, d, 
20 J=4Hz), 6.90 (1H, d, J=7.5Hz), 7.05 (1H, d,I=7.5H 
z), 7.16 (IB, d, 1=7. 5Hz), 7.21 - 7.29 (2H, n) 
[0 0 9 7] »3S0i|2 

6-7Sy^3f>i^f^-i81 (4 5 0mg) t 
mt2, S-Vtf-fr^yV'tHr (402mg) fctT'J 
5» (10ml) fcJO*.fc«£**afiT?l**«#L 

30 m ; i7nn*;i/A) TMSb, 6- (2, 3-v/^JV 
^>7-f;V75/) -n^^^^l/ (3 9 lmg) e 

NMR (CDCh , (5) : 2.30 (3H, s), 2.46 (3H, s), 3.9 
2 (3H, s), 7.15 (lH,dd, 1=7.5, 7.5Hz), 7.25 (1H, 
d, J=7.5Bz), 7.32 (IB, d, 1=7. 5Hz), 8.32 (1H, dd, 
J=8.5, 2Hz), 8.48 (1H, d, J=8.5Hz), 8.50 (IB, d, J 
=2Bz), 9.19 (IB, br s) 

[0098] §mm3 

4-hP92V*AMbl?Jl<-iUMI[ (8 15mg) 
40 ©v^DD^^> (60ml) mt\Zh 1 )X^)l7S.> 
(2. 8 0ml) ty^ty-t-75 : Jl' (2. 19 

g) sin*. n#«««ft-?n*ft^b^. zmmz 

ffttB. HJ ^**©liTJ5feit 

U S6Kv^*->9ATi£Slbfc. MET*Mt*«£ 
U 55iS€:->'J*^*7Af o-7f>^77^- (jgffl 
I;7DD*M) TffiSU 4- (2-t-7"t-*y 
*;i.jj?-;u) fc J*7$Vft**K*5 1 ;i' (8 3 6mg) 

NMR (CDCh , <5) : 1.42 (9H, s), 3.87 (3B, s), 6.0 
50 1 (1H, br), 6.43 (lH.br), 6.80 (2B, d, J=8.5Hz), 
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7.90 (2H, d, J=8.5Hz) 

[0099] kmm 

«iB«3TrSfc4- (2- t-Jh^z/lUVX-M t 
F^/SfeJft**** 1 ^ (4 16mg) O^DD^J 

> (15ral) i§«ChUX^7^> (0. 2 7m 
I) tm.1t 2 1 3-^f;K>^;M3 2 1mg) 
■^•*MT7 2l»|iai*fL&, 

Wl, hU^A*»«, A^*(^)JST 

n-^**>:B»X^=5 : 1) T*«U 
4- [2- t-^h*S/*A#=*-l- (2, 3-v 

y^w^Aow tPr//] sfcjftSK*?^ (57 

lmg) *f§fc. 

NMR (CDC1 3 , (5) : 1.43 (9H, s), 2.21 (3H, s), 2.2 
8 (3H, s), 3.88 (3H,s), 6.88 - 7.30 (5H, m), 7.82 

- 8.01 (3H, m) 

[0 10 0] KiS095 

4-fcP5$VftA#K;l^-«iMfi (1. 02g) 
Oy^DD^^> (2 0ml) HJX^IT^ > 

(1. 68ml) £feK#» (0. 57ml) £in* 

ft#U fii$187^y^A«LL MEET 

- hFyitygmm^jv (51 6 

mg) 

NMR (CDC Is , 5) : 1.90 (2H, br), 2.07 (3H, s), 3. 
84 (3H, s), 6.8l'(2H,d, J=8.5Hz), 7.90 (2H, d, 1= 
8. 5Hz) 

[oioi] m^me 

ttt«5-e»fc4- (2-7ir^;w tK9$v**» 

(5 0 0mg) <h&ft;2, 3-y^M>^ 
-f A (4 4 5mg) £fcfU^> (1 0ml) KiDAifcfi 

o orTs^raiD^u, UBrmm^^h 

Tzc »a&»»X^^ (2 0ml) I3MFU 

«y'JWM7A^D7h^77^ «§ffli£; 1 
%^^/-;^DD*M) TfgfiU 4- [2- 
(2, 3-i?*?-A"<>*MM hVy 
yy] JfcJMM*? 1 * (6 1 Omg) ZWc. 
NMR (CDC Is , 6) : 2.21 (3H, s), 2.28 (3H, s), 3.8 
8 (3H, s), 6.92 - 7.13 (3H, m), 7.24 (2H, m), 7.88 
(2H, d, J=8.5Hz), 8.02 (IB, s) 

[0102] mmi 7 

5, 6, 7, 8-fh7tFn-4H-5 : x; [3, 2 
-b] 7iftf> (3 4 6mg) tlfcp-zbD^/ 
-i)V (4 6 2mg) tOyjDD^> (10ml) 

o , CTtruv> (8 9 3m g ) ^rjoAfco #e>n 



(21) #W¥8- 1 4 3 5 6 5 

U »«X^t*T#Rl/fc. #18S}*ffi®£lNJfiS£ 

DYh^77^f- (^ffiifc ; gf&X^;l/ : n-^\*U-> 
= 1 : 4) TfUBtSutKiO, 4- (4-xhn^ 
>*Af;W -5, 6, 7, 8-rh7bFP-4H-f 
X/ [3, 2-b] 7iffcf> (6 0 7mg) 
NMR (CDCh , 5) : 1.68 - 1.95 (2H, m), 1.95 - 2.1 
8 (2H, m), 2.86 - 3.02 (2H, ■), 3.58 - 4.17 (2H, b 
J0 r s), 6.14 (1H, d, J=6Hz), 6.68 (IE, d, J=6Hz), 7. 
42 (2H, d, J=8Hz), 8.08 (2H, d, J=8Hz) 

[0103] mmms 

mm\i tnmzhx^o^m^mtz. 

1) 2, 3 -v^^Jl/- 8 - (4-XhD^>7< 
JW -4, 5, 6, 7-rh7kKD-8H-fxy 

[2, 3-b] 7i?tf>-4-*> 
NMR (CDCh , (5) : 2.06 - 2.27 (2H, m), 2.16 (3H, 
s), 2.22 (3H, s), 2.71 - 2.87 (2H, n), 4.02 (2H, b 
r t, J=6Hz), 7.54 (2H, d, J=8Hz), 8.16 (2H,d, J=8H 
20 z) 

[0 104] 2) 9- (4-xhn^>VW;i/) - 

5, 6, 7, 8-fh7th'D-9H-(f'J F [2, 3 
-b] 7tfb!> 

NMR (CDCh , (5) : 1.69 - 2.13 (4H, m), 2.85 - 3.0 

5 (2H, m), 3.58 - 4.45 (2H, br s), 7.04 (1H, dd, J 
=5, 8Hz), 7.36 (2H, d, J=9Hz), 7.60 (1H, dd, J=2, 
8Hz), 7.96 (1H, dd, J=2, 5Hz), 8.02 (2H, d, J=9Hz) 

[0 10 5] 3) 5- (4-Xhn^>V/-fJW -1 
0, ll-ytFD~5H-y^/[b, f] 7i?tf 
30 y 

NMR (CDCh , 6) : 2.82 - 3.13 (2H, m), 3.47 - 3.7 

6 (2H, m), 6.56 - 7.46 (8H, m), 7.55 (2H, d, J=8H 
z), 8.07 (2H, d, J=8Hz) 

[0 10 6] 

Hiifll 7 "Cf§& 4 - (4-Xhn^>^JW -5, 

6, 7, 8 -fh7t HP-4H-fxy [3, 2- 
b] 7iftf> (5 9 3mg) (1. 1 g) b £W 
m. (2ml) fccktfX*/-;!/ (2 0ml) fcjnAfcg 

49 ir^KhigjgU »«&ffl*gbfco JWttimxyM: 

KUbfc. lsTfi£l£«£1». :^yx 

^X^X-fiWTjaftLT, *6#fc4- (4-7^7 
"OlAOM -5, 6, 7, 8-rh7tFD-4H- 
fx; [3, 2-b] 7iftf> (3 5 6mg) 
NMR (CDCh , (5) : 1.68 - 1.89 (2H, m), 1.89 - 2.1 
1 (2H, m), 2.85 - 3.04 (2H, m), 3.57 - 4.22 (2H, b 
r s), 6.27 (1H, d, J=6Hz), 6.47 (2H, d, J=8Hz), 6. 
68 (1H, d, J=6Hz), 7.14 (2H, d, J=8Hz) 

so [oio 7] wtmi 0 
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m&mz-i) rmz2, 3-?*?)l-S- (4-- 
Yu^yJ-iM -4, 5, 6, 7 -f h5tHa- 8 
H-fi; [2, 3-b] 7-tffcf>-4-*>*fflK 
tt6«9tH*fcLT8- (4 -75 /"O'Af JW - 
2, 3-^/^-4, 5, 6, 7-fh7bKD-8 
H-?iy [2, 3-b] 7^\£>-A-t>iWt. 
NMR (CDCh , 6) : 2.06 - 2.29 (2H, m), 2.17 (3H, 
s), 2.24 (3H, s), 2.71 - 2.84 (2H ( m), 3,96 (2H, b 
r t, J=7Hz), 6.54 (2H, d, J=8Hz), 7.29 (2H,d, J=8H 
Z) 10 
[0 10 8] 8£fl 1 1 

1- (4-*?)l7x.-)l) MU-)V (9 2 5mg) © 
fh7tHD77> (2 0ml) ®mz. n-fW) 
=f-?Jk (1. 5M n-A^if>^Sg. 4ml) £-7 

7^ 7'fXtvX3\»H-x;W (50ml) t©fg£fl 
*«^LTV»*iC5^, tME*****!::**., **5 
.fctfAaWarttfrU ««T^*->«>ATe*Lfc. fit 

-7->*5Ai7DTh^77^- (i§miK; 2%y*y- a? 

;^*^an*;PA) -e$§Sb, l- (4-^ff7i 
x;W \ZU-)V- 2 -#;i,#>« (5 5 0mg) 

&. 

NMR (CDCh , 6) : 2.40 (3H, s), 6.28 (1H, dd, J= 
2.5, 4Hz), 6.94 (1H, dd, J=2.5, 2.5Hz), 7.14- 7.2 

3 (5B, m), 

[0 10 9] SSifiMl 2 
ffifc 4- h+->7i=;l/^?JPHU7x-;l/* 
X*X>?A (8. 94g) 0fh7tHn77> (5 0 
m 1) *«!;:*#{«- MJ £A (6 0%ttt>, 8 0 0m 50 

g) so-ccio*., co**srafl«Ti. 5HSisifc# 

bit. :o^ffil:2-^5 : JK>X7*ftH (2. 4 
1 g) fflfh7t YU7yy (1 0ml) jgjgSrlnA. 

5 WrlMJWUfc. r©***»«X?^ 
(1 5 0ml) "MWiU *43«ktf*i6#T?ft#U Sit 
KY^S/tfATSS&bfc. *ET*K*«SUfca. 

m; n-^\^>:mmx9-)^2 0 : 1*»6 9 : 1) 40 
TiSbfc. 5fe(C4- [ (Z) - 

;w smsKy^ (2. 6 6 g ) *t#^n. 

*V»T?4- [ (E) - (2-^?^7i^W tfXJW 

KlMbifM2, I4g)##&ft&. 

4 - [ (E) - (2-^f)|r7irW £^;KI SM# 

NMR (CDC Is , 6) : 2.44 (3H, s), 3.92 (3H, s), 7.0 
1 (1H, d, M6.5Hz),7.18 - 7.25 (3H, m), 7.46 (IB, 
d, J=16.5Hz), 7.57 (2H, d, J=8.5Hz), 7.580H, m), 
8.03 (2H, d, J=8.5Hz) 50 
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[oho] wmi 3 

ffigf^mte - (2, 3-yy?;^>»/-f;u7S 

y) =.3?>&*?)l (3 8 0mg) *lN*Kflsth 
U (4ml) ty*y-;V (1 5ml) t© 

*y-;n&«au »o*i**«*pH4icBi8tfc. 

*fBW;B#$MU K»bT6- (2, 3-^y? 
;^>7-f;P75y) (3 4 3mg) s# 

fc. 

NMR (CDCh , 6) : 2.24 (3H, s), 2.29 (3H, s), 3.3 
2 (1H, br), 7.13 - 7.30 (3H, id), 8.27 - 8.33 (2H, 
m), 8.82 (2H, i) 

[oin] m&mi 4 

®jg0iJ4T#fe4- [2- t -7*h*->*J^x;P- 1 

- (2, 3-^?;^>v*^;w tn^vy] £M 

(5 6 1mg) £ 1 N7KS?{b7" h U 7A*i§t£ 
(5ml) b*9/-fr (1 0ml) tOg^ftlCjg/B 

bfc. lN^TWttfcU ffmbfcS 

#£flt®bT4- [2 - t -■Jy*-yh)V#-fr- 1 - 
(2, Z-VtWOMM fcK?3V]*MHi 
(3 6 1mg) **fc. C©ft^**S6C»«tac 

t£<*®l8Tffifflb£. 
[0 112] S&ffll 5 

«jfi«12T?»fc4- [ (E) - (2-y5MU7xX 

!CbT4- [ (E) - (2-/f;P7irJW M-)V\ 

NMR (DMSO-de , 6) : 2.41 (3H, s), 7.19 (1H, d, J= 
16.5Hz), 7.20 - 7.29(3H, m), 7.58 (1H, d, J=16.5H 
Z), 7.70 (1H, b0, 7.77 (2H, d, J=8.5Hz), 7.94 (2H, 

d, J=8.5Hz) 

[0 113] ffig«S)l 6 
Sj§«SJ6f#fc4- [2-7t?)l- 1 - (2, 3-v 
^M^'Z-fJW tH7-/7] MM>t^ (6 0 
Omg) *lN#fcfls:J-HJ$A*** (4ml) ty 
^y-Jl' (15ml) £0fi£*CW*Lfc***aH 
T&«®#b. &^T5 0*CTll$raiil#bfc. MET 

•cy^y-ji/sesb, »ofc***siNi»"c«tt 

Kbfc. #Tfflb£0ft£MU f □njfcfcACSflH, 
&. £©&$£«£&-?y*->'7AT&$b, «ETi§» 
£S£bT4- [2-7-fe^-l- (2, 3-^y? 
;^>7*fJW fcK55V] £Jft»K (5 3 2mg) $ 

NMR (DMSO-ds , (5) : 1.70 (1H, br), 2.20 (3H, s), 
2.25 (3H, s), 3.34 (3H, s), 7.01 - 7.21 (3H, m), 
7.37 - 7.65 (2H, m), 7.91 (2H, m) 

[0114] w&mi 7 

fijgtSJ 1 T?#7c 1 - [2- (5--hn) - 
l, 2, 3, 4-xh5t Kn*yy> (1. OOg) 
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(3 0ml) bVt*Dr> (9 1 0ml) 
(3 0 0mg) ZtoTLs M&®}Z3%]£l : r7mB*\*m 

in - [2- (5-7^y) yu^M -i, 2, 

3, 4-fh7tHo*yU> (5 7 6mg) 

[0 115] ttMl 8 
SBW 1 7 fcH«KLT*a>fc£ttS»fc. 

1) 9- (4-7£/^>\AOW -5, 6, 7, 8 
-yh5kHo-9H-KUH [2, 3-b] 7*K> 

2) 5- (4 -J^J^y^MM -10, ll-y 
bFo-SH-S^W [b, f] 71ffcf> 

[0 116] 

SiSW 1 3 Tftfc 6 - (2, 3-v^^;^>7-f;l/7 
*/) X35f>& (3 4 3mg) OPpUUtfy (2 
Oml) Sgl:Hkm»J;i/ (0. 176ml) tft 

*Bttfctt*J*fiH#£bT»fc. £©B#S1, 2, 
3, 4-fh7kHD+/U> (2 0 3mg) (DfcTUv 
> (2 0ml) **K:lDA, fi£tt*ffir?2l«njMt 
bfc. *BET*JIIft«£U »*&*nn*;|,A (2 5 
ml) C**l/&. ^<D**6*a«t«*Jtt*Tft» 

fcft. »«ft->y*y^*9A^OThy57-f- Oft 

tt«*yx^X-T*^6ieftftbTl- [6- 
(2, Z-V*W*>*MfV7%J) nn^MJW 
-1, 2, 3, 4-fh5tFD+yiJ> (244m 
g) fcfcfc. 

NMR (CDC Is , 6) : 2.07 (2H, tt, J=6, 6Hz), 2.31 
(3H, s), 2.38 (3H, s),2.84 (2H, t, MHz), 3.93 (2 
H, t, J=6Hz), 6.66 (1H, d, J=7.5Hz), 6.93 (1H, dt, 
J=1.5, 7.5Hz), 7.05 (1H, dt, J=1.5, 7.5Hz), 7.12 
- 7.34 (4H, m) ,7. 70 (1H, dd, J=8.5, 2Hz), 8.21 (1 
H, d, J=2Hz), 8.27 (1H, d, J=8. 5Hz), 8. 35 (1H, br 
s) 

[0117] 

1) 4- [6- (2, 3-V*W*>V<1JI,7S. 
J) -^MM -5, 6, 7, 8-fh7tHD- 
4H-^xy [3, 2-b] Tif tf> 
NMR (CDC Is , 6) : 1.81 (2H, id), 2.04 (2H, i), 2.3 
3 (3H, s), 2,38 (3H,s), 2.94 (2H, m), 3.89 (2H, b 
r), 6.28 (1H, d, J=5Hz), 6.79 (1H, d, I=5Hz), 7.17 
(1H, dd, J=7.5, 7.5Hz), 7.29 (1H, d, J=7.5Hz), 7. 
40 (1H, d, J=7.5Hz), 7.75 (1H, d, J=8.5Hz), 8.15 
(1H, s), 8.37 (1H, d, J=8.5Hz), 9.14 (1H, br) 
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[0 118] 2) 1 - {4- [2- t -7h*yt!)l> 
(2, 3-z?*?)l'<>'J<1M tH7y 

y] *y*MM -1, 2, 3, 4-fh7tFp+; 

u> 

NMR (CDC 1 3 , 6) : 1.45 (9H, s), 2.02 (2H, tt, J= 
7, 7Hz), 2.21 (3H, s),2.24 (3H, s), 2.81 (2H, t, J 
=7Hz), 3.85 (2H, t, J=7Hz), 6.55 (1H, br),6.75- 
7.31 (11H, id) 
[0119] 3) 1- [4- [2-7*t5^-l- 
10 (2, Z-*J**)V*y*J4M th^yy] ^>7-f 
M -2, 3, 4, 5 -fh7tlh'D-lH- 1 

V7Wy 

NMR (DMSO-do , 6) : 1.47 (1H, m), 1.60 - 2.20 (3 
H, id), 2.12 (6H, s), 2.20 (3H, s), 2.67 (1H, m), 
2.81 - 3.12 (2H, m), 4.95 (1H, id), 6.70 - 7.30 (11 
H, m) 

[0 1 2 0] 4) 1 - {4- [ (E) - {2-*?)V 

7xziW ^yMM - 1, 2, 3, 4 -x 

h7th , D^/'J> 
2? NMR (CDCh , 6) : 2.06 (2H, tt, J=6.5, 6.5Hz). 2. 
40 (3H, s), 2.86 (2H, t, J=6.5Hz), 3.93 (2H, t, J= 
6.5Hz), 6.75 (1H, d, J=7.5Hz), 6.89 (1H, dt, J=l. 
5, 7.5Hz), 6.94 (1H, d, J=16.5Hz), 7.01 (1H, dt, J 
=1.5, 7.5Hz), 7.15 - 7.23 (4H, m), 7.31 - 7.43 (5 

H, id), 7.58 (1H, m) 

[0121] mmm2 

BidiiTSfci - (4-^^7x-;W fcfp-;i/ 
-2-*^#>|6 (2 0 2mg) QzSZUOtfry (1 
Oml) ®m\zmt**y ] ))V (0. 1.3 9ml) t 
30 N, N-^^?;i/*JI/A75Hl«SiP^ 

#t, £<Bi*tt4to£i- (4-75 >w - 

I, 2, 3, 4-fh7tKD + /U> (2 5 3mg) 
4:hUX5M,73> (0. 2 1ml) i©fi£tt©v* 
DD^> (20ml) jBttKiDAfc. E^ttfcSfcT 
2«rKft#U iSJKfci&m &ffi*©)lST8fc# 

vh^77^- (i§ffii&; l%*9S-)V$G9uuib 

40 -ettjsu 1 - {4- [1 - (4-^71^ 
;w tfp-Ji/-2-*;^x;i/] 7^/^>7-f;i/} - 

1, 2, 3, 4-fh7tKD*/'J> (3 0 8mg) 

NMR (CDC 1 3 , 6) : 2.02 (2H, tt, J=7, 7Hz), 2.40 
(3H, s), 2.81 (2H, t,J=7Hz), 3.88 (2H, t, J=7Hz),_ 
6.29 (1H, dd, J=3, 4Hz), 6.68 (1H, d, J=7,5Hz), 6. 
82 - 7. 36 (13H, s) 7. 58 (1H, s) 
[0 12 2] £18013 

50 1) 5-v*^7S/-l- {4- { [1- (4- 
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*>V^M -2, 3, 4, 5-rh7tHD-lH- 

NMR (CDC U , 6) : 1.30 - 3.05 (5H, n), 2.13 (3H, 
s), 2.42 (6H, s), 3.53 (1H, m), 4.04 (1H, m), 6.26 
(1H, dd, J=2.5, 4Hz), 6.53 - 7.57 (15H, m) 
[0123] 2) 1- [4- (2-y7;-3-7x 

n;vv>^^^;i/7^y) ^>7-f;W -1, 2, 3, 

4-xh^b:Ho*yU> 

NMR (CDCh , <5) : 2.04 (2H, tt, J=7, 7Hz), 2.83 
(2H, t, MHz), 3.87 (2H, t, J=7Hz), 6.66 (lfi, d, 
J=8Hz), 6.87 (1H, dd, J=8, 8Hz), 7.00 (1H, dd, J= 
8, 8Hz), 7.08 - 7.58 (16H, m) 

[0124] 3) 1- {4- [2- (3-7i^f 
*7x» tl)lX-)l7*J] "OV-iM -1, 2, 

3, 4-fh7tHD+yJ> 

NMR (CDC1 3 , 6) : 2.03 (2H, tt, J=7, 7Hz), 2.82 
(2H, t, J=7Hz), 3.86 (2H, t, J=7Hz), 6.65 (Ifl, d, 
J=8Hz), 6.85 (1H, dd, J=8, 8Hz), 6.92 - 7.19(5H, 
m), 7.25 (2H, d, J=8Hz), 7.38 (1H, br s), 7.44 - 
7.63 (6H, m) 

[0 12 5] 4) 1- [4- (2-7x-Jl/nn?V 
f;i/75/) ^y^J^M -1, 2, 3, 4-fh7t 

NMR (CDCh , 6) : 2.04 (2H, tt, J=7, 7Hz), 2.83 
(2H, t, J=7Hz), 3.87 (2H, t, J=7Hz), 6.66 (1H, d, 
J=8Hz), 6.86 (1H, dd, J=8, 8Hz), 6.94 - 7.33 (7H, 
m), 7.33 - 7.55 (4H, m), 7.56 - 7.80 (2H, m), 8.17 
(1H, dd, J=8, 2Hz), 8.79 (Ifl, dd, J=5, 2Hz) 
[0126] 5) 1 - {4- [ (5-^^;l/~3-7 

y^MM -1, 2, 3, 4-fh7tFD^yiJ> 
NMR (CDCh , 6) : 2.03 (2H, tt, J=7, 7Hz), 2.80 
(3fl, s), 2.82 (2H, t,J=7Hz), 3.88 (2H, t, J=7Hz), 
6.65 (1H, d, J=8Hz), 6.85 (1H, dd, J=8, 8Hz), 6.98 
(1H, dd, J=8, 8Hz), 7.04 - 7.20 (4H, m), 7.26 (2 
H, d, J=8Hz), 7.51 - 7.72 (5H, m) 

[0 12 7] $mw4 

2- (4-^fjl/7x-JW (9 2. 5mg) 

(Dwuutzy (5mi) mmzmt**w)i 

(0. 0 5 5ml) t$kffi<DN, N-y^fJWM7 

^K^ip^ zmmz^u^2mmwitc 0 met 
temzmzbTtowmznT, zvmmi- (6- 
j^y) -zi^y-oi- b~y^^)i7^.y -2, 3, 

4, 5-rh7t Kn-lH-^>77-tflf> (1 2 3 
mg) thVX?)l<7$> (0. 0 7ml) tOfeftVo 
<DV>7UU*$> (2 0ml) ^iCjP^fco ig£fef& 
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A) TflSJU 5-i^^7^/-l- {6-v [2 

- (4-y^;i/7x-;W ^>7-f;W 7^ynn^y 

-2, 3, 4, 5-T-h7tHD-lH-^>y 
71ftT> (1 0 3mg) £#fc 0 
NMR (CDCh , 6) : 1.30 - 2.95 (5H, m), 1.93 (3H, 
s), 2.34 (3H, s), 2.40 (6H, s), 4.03 OH, m), 4.95 
(111, m), 6.4-8.2 (23H, m) 

[0128] mmms 
io mmmi-2) -cma- {4- [2-t-^h^y^ 

)VfsX)l-l- (2, 3-V*?)l>^>V'(M tFy 
y;] 1>V4M -l, 2, 3, 4-fh7tHa* 
;'J> (9 5mg) £8 0%hU 7^* 
(5ml) ^ig«tfc^^ST2ll#Pfl}S^bfCo - 
co@S^KKx^;l/ (10ml) ^ffi&^ki^HJ 
*y*A*i§& (1 0ml) £iDA, 

Sg$y I J*WW7A^07h^77^- (i§ttl&; 
^OD7jx;VA : y^/-;V=5 0 : 1) TfiS^Ufco 4 
20 ^^"JX^XJlX-f-^mit^, 1- {4- [1 

- (2, 3-v*^;i^>*Af;W tb*7>v] 

-fJH -1, 2, 3, 4-fh7tpO + /»J> (3 
9. 4mg) £#fc„ 

NMR (CDCh , (5) : 2.00 (2H, tt, J=7, 7Hz), 2.11 
(3H, s), 2.20 (3H, s),2.79 (2fl, t, J=7Hz), 3.85 (2 
H, t, J=7Hz), 6.51 (1H, d, J=8Hz), 6.80 (1H, t, J= 
8Hz), 6.85 - 7.18 (9H, m) 
[0 12 9] *^J6 

mmmsmtci - u- [1- (2, 3-^*^1^ 

30 tH7v/] ^>7^;H -1, 2, 3, 4 

-fh7kHn + /'J> (150mg) t37%*)l& 
7)Vy"\lV^m (3 6. 5mg) (5m 

l) £Mx^;]/ (0. 2ml) t<DM£mztottM 

%mz, *^jbv7/7t^3t^M^A (3 5. 3m 
g) £8sSQU ^£^££®Tj&«#L£. c<D®m 
*2UU*)\,k (15ml) T^b, 

^y'J*yM7A^P7h^77^- (&aj&;£n 
40 n^A) T*ft8U 1- {4- [1- (2, 3-y^ 
5^1^>7<;I/) -2-y^;i/t F7vV] ^>7^ 
;H -1, 2, 3, 4-rh7bHo + ;'J> (40. 
Omg) Zntz. 

NMR (CDCh , 6) : 2.01 (2H, tt, J=7, 7Hz), 2.12 
(3H, s), 2.29 (3H, s),2.62 (3H, s), 2.79 (2H, t, J 
=7Hz), 3.85 (2H, t, J=7Hz), 6.09 (1H, br),6.50 (1 
H, d, J=8Hz), 6.79 (1H, t, J=8Hz), 6.82 - 7.19 (9 
H, in) 
[0 13 0] 

50 %mm5?mcl- (4- [l- (2, 3-y^fM 
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>V<1M tH7v;] ^y^MM -1, 2, 3, 4 

-rh7tHD+;u> (nomg) tmt^y^y 

XJI/*XJ!, (6 6. 3mg) «rtrU ^> (2ml) iCjJO 
Afc^^^^ST2^rfl)t}*Lfco $tKTeU^>£ 

fcStf, 1- {4- [1- (2, 3-V*?)l'<>V'i 

m - 2 -7i^ww^t h^vV] ^>7-r 

M -1, 2, 3, 4-fh7tKn*7U> (17 6 
mg) 

NMR (DMSO-de , 6) : 1.91 (2H, tt, 1=7, 7Hz), 2.00 
(3H, s), 2.17 (3H, s), 2.80 (2H, t, J=7Hz), 3.61 
(2H, t, J=7Hz), 6.72 (1H, br), 6. 80 - 7. 20Q1H, 
m), 7.39 - 7.74 (5H, m) 

[0 13 1] *JB«|8 
**«7tRI*fcbTl- (4- [1- (2, 3-v^ 
W>^« - 2 -^^x^*-;pt 
*>*/<1M -1, 2, 3, 4-fh7tHD + /'J> 

NMR (DMSO-de , 6) : 1.92 (2H, tt, J=7 f 7Hz), 2.12 
(3H, s), 2.18 (3H, s), 2.78 (2H, t, J=7Hz), 3.32 
(3H, s), 3.70 (2H, t, J=7Hz), 6.55 (lfl, d, J=8Hz), 
6.78 (lfl, t, J=8Hz), 6.92 - 7.24 (9H, m) 

[0132] mmmv 

6, 7, 8-f h7tHP-4H-fxy [3, 2- 
b] 7iftf> (3 5 6mg) <Di?#uu*i?> (10m 

i) mm\zmto-vm^)v (2 2 3mg) ^jjn^> 

*^TtTU^> (2 0 7mg) fcO'CTttAfc. 

t#ru c©****, iNm «fi*©«T?a» 



(25) #M¥8-143 56 5 

X^t n - SlSftftS** - i 

ICcfcDffSKU 4- [4- ^-^^OV^ATS 
/) *>*M)V\ -5, 6, 7, 8 -rh7kHD-4 
H-?X7 [3, 2-b] 7-fe*tf>^#fco 
NMR (CDCh , (5) : 1.68 - 1.89 (2H, m), 1.89 - 2.0 
9 (2H, m), 2.48 (3H,s), 2.87 - 3.00 (2H, n), 3.66 
- 4.07 (2H, br s), 6.23 (1H, br d, J=3Hz),6.69 (1 
H, d, J=6Hz), 7.18 - 7.49 (5H, m), 7.49 - 7.61 (4 
10 H, m) 

[0 13 3] *«*J10 

mi 9 tmmzbT&oitGtozmz. 

1) 2, 3-v*^-8- [4- (2-*?)V<^> 
"J^)V7^J) ^>7-f;W -4, 5, 6, 7-f h7 
kKD-8H-fi; [2, 3-b] 7W>~4-* 

> 

NMR (CDC la , (5) : 2.07 - 2.26 (2H, m), 2.19 (3H, 
s), 2.25 (3H, s), 2.50 (3H, s), 2.73 - 2.86 (2H, 
m), 3.97 (2H, t, J=6Hz), 7.19 - 7.70 (9H, m) 
20 [0134] 2) 9- [4- (2 - *?)V<y*M )V 
75/) ^y^MM -5, 6, 7, 8-fh7tHP 
-9H-bfU H [2, 3-b] 7iftf> 
NMR (DMSO-de , 6) : 1. 54 - 1. 97 (4H, id), 2.35 (3 
H, s), 2.84 - 3.06 (2H, br s), 7.12 (2H, d, J=8H 
z), 7.10 - 7.21 (1H, m), 7.22 - 7.49 (4H, m),7.57 
(2H, d, J=8Hz), 7.79 (1H, dd, J=2, 7Hz), 8.01 (1H, 
dd, J=2, 7Hz) 

[0 13 5] 3) 5- [4- (2-*?)liy*/<i)l 
75/) ^y^MM-10, ll-ykHD-5H- 
30 [b, f] 7iftf> 

NMR (CDCh , 6) : 2.48 (3H, s), 2.84-3.12 (2H, 
m), 3.50 - 3.75 (2H,m), 6.97 - 7.61 (17H, m) 



(51) Int. CI. 6 

C 0 7 D 401/12 
403/12 
409/12 
413/12 
471/04 
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2 1 3 
2 0 7 
2 1 3 
2 1 5 
1 1 3 
1 1 4 
1 2 1 
1 0 8 
AD P 
AED 
ABR 
ABU 
ACB 
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(26) #M^8- 1 4 3 5 6 5 

ACX 

31/55 ABN 
ACS 
ACV 

(CO 7D 401/06 

213:82 

215:08) 
(CO 7D 401/12 

207:416 

215:08) 
(CO 7D 401/12 

213:82 

215:08) 
(CO 7D 403/12 

207:416 

223:12) 
(CO 7D 409/12 

215:08 

333:38) 
(C0 7D 413/12 

215:08 

261:18) 
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